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e will rQcee 

you * 

Dr, 

irsc eld very It would seem 

th uh ent my ~~Ql 

1i.E is meeti f even t 

ot a inc 

eci that 1 waul ~er~~ the 

c ren y not them 

are * 

(Lau J 

ent into cl~~~ca~ 

trials an Is0 1. 

c : r. let me 

I 
2 F 



It's all. in 6.V. 

But on area 

ection of aX1, t 

very, vex- 

1l.y he 

rt * Sa we 

ould talk a 
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D that is exactly the sa in the f-@-J 

er kilo or per 0~ w~atevers or 

~~tex-s~~are~. This would resent a ediatric ose 

that was twice as hi own here wuu 

iatric dose that was ha 

cetera, 

0 one tation ight be 

WOUl 

say t t our prior 

WOU call a airly 

tiv ould restric the 

xa~~e of 
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ue not vary adult 

n"t 0 be one - 
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into the c irre with the 

data fade stu that yau were 

Now if you n"t that much co~fi~~~ce, you mi 
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aYJ well, my at they are equal, 

I il allo sore y that they are an here 

u ree times, the i ree times as h in 

ree times lawer, ox you COUJ 

al 
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ty exercise. 
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They find it very, 
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e in terms of s ing trial 

DR. : en, -the inds 

that yo have -- 1 ~e~~, I will leave it to ~~~e 

of my ~Ql~ea~~es exe to ma e su 

but the most direct way 0 

to do in some sen at a esiaxl 

ut they will come cl0 

to be able to 
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you have Qr t you kav axe already 

relevant to t uestion. 
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isease and t isease in chiJ 

e inhale, If you. 
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e efficacy of t 
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wer eing today, I; you ~Q 
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izes, YOU ~~~~~ 
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and f uc?ner I 

DR. Yes, if yo elieve w 

ht. 

solutely - I ~~~~~ that i 
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lly, if you a tistical~y i 

i the for 

cx-l., you ve effectively a lar le size, even 

venY ex on ~Qre ubjects* 

f CQ~rse~ it 0 s you -- it is only 

if that prior i~fQr~ati~~ is re~eva~t~ 

an that is a ju Y le 

who aren"t ~t~t~~ti~~a~~. 

Thi 
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th osed iatric trial, as Qse 

be entirely ~~~~~~~~t~~~~~ in that 

ycxl woul e selecti~ doses based u 

50 I am just tryin cl ~~~ersta~~ 

0 tiQ~ally* 
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you are oing to be 

ctuall, a recise ose tQ~icity 

curve which wi Ilow you to 

* 

R. -- with a certain or 

ers of 

: 

beam to a ress the 

ettin ant t 

metho very certain 
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s cl i~fQr~atiu~ that 11 have a arin 022 the 
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the sis for our extra ~~~i~a~~t~~~ in 

similarities in drug or 



at your unc f ecus 
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is art Q a belie 
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done in the ast with aur Phase I esign. 

ow that, if yuu 
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you use that to get a 
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ere, I can se that can 

ss if we et dQW!'l tQ 

atie~ts in a 

what is t 
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i oing 

me as in the 

at I use, road 

very little prior QWXl 

in lots of ations and in reaLit 

desires tend to en t roughly the 

sta They are msst reiia 
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een 20 and 2 atients, 

elief * 

5 i~~~ate~ 

one, 

atients 0 i~fur~ati~~ Ire ut sure Qf t 

is used in from lake ose F 

that time is estimate bare 

when YOU start wit no Q 

at the estimate 

you are starting very, very c e ta 

et that is, either at or ver close lx3 the 

use level, an yau are startin 

in UiV on the 

order Q ive ta ten 

that the stu 

YQU know, 

an 

the Bayesi 

attraction in pediatric 

tQ C ent on this, tao * 

Qes 

as Q~CUlQ~Y 
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in general, ut th es in terns of the 

re facin here wit very small 

nu ers i that its main a ear, as 

1 ou have very 

recise 0 mure recise riar inform tion, and t:hayg 

fine, QU$$-l therein li 

else you said e 

briefly the se~sitivi of a~alysis~ 

that is, that is Caere your rea orry is. YQU 

ink you have reaL recis atisn and, in fact, 

YOU on"t are SQ~e 

as n run into That is 

cm use very in your ~~~ 

a . 

I jus 

yesi 

le to save time and 

I can see it 

we are tal~i~~ 

-L ut if QU ar 

ective, I 

ut not 
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oe iolo 

cli~ica~~y~ i not ey would choose or their 

ild if the chil ad the same illne 

e extent we can, 

at we can r~tiQ~a 

ur I it is uckz 

aware likely that the c e treater either at 

re gust likely to 

ef ctive (I SO I: think it re 

? also reflects uur -- 1 beady the 

reasQ~ we are elieve that 

re is relevance 0 the tion to the 

childrenq ~~~~~W~~~~ e WQU tQ - - T&Z? WOUi 

always b startin anew, e even 
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we have for ults. 23Xt 0 necessary because 
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at is less relia 

ut the cksice for e il Wil e ~Qre 

iv-en everyt 

any rationaZ 0 reflect 
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rejects a different alance of intere 

WQU but the kind Q 

&lance thizat, e bight 

want to strike 

PELD : WOUl 

at it is our oal f and I ape our ractice, 

that there is no ~i~ti~cti~~ 

an any re~~~~t~~y olicies or actions, ut that they 
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icity rate of 5 It is very, 

VET 0 that. 
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ot in 

an a~t~v~ty~ You can"t -- 

* Na, no, no. 

e fact that it can be tune erly to refl. 
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w the a 

alance of risk nd benefits. 
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out what wa on the agei- 



2 

3 

4 

ES 

7 

8 

243 

has 

enefit f rovi the 

le toxicity. 

about the starr 

three or six 

erhaps ere yau treat less 

than three atients in each dose J. 

QX: ly you have ose 
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with, I think the esig~s are ~Qst u hen yau 

have no go0 ea af a startin dose Jevel, an 

donft esca 

star seeing some biolo ic activity* 

In t resent sit~atiQ~f a 1 ~~~erstQQ~ 

it befor starte we are in a 

ficacy data for a so I a sure we 

a-v oint the base I 

ly have 

idea Q the startin 

accelerate a-v that 

rse, you are gQi~g to sti.lX have to 

0x-i skip irectly ta 

t t is perha where the gain are here. If yQ~ 

aJready Eicacy resuLts in adult f since mast 
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cmft: war and here you h 

in adults, 

ase I ta Phase IZX: in chil oin hase 

II trials in ~~~~~~e~~ eems to me that rf4xx.d 

a Zot 0 time and ati ce cm trial, ut if yau were 

going to dQ thatf you would pro ly cart to ma 

ase E experience a ittle it larger to make; SUX- 

that you have the right dose. 

etuaJly all 1 nted to say 

out cytotaxic a 

0 tal ~~~~~at about t 

re you are not i~tere ttin to a maxima 

rat e. ents, you t~i~k that a 

lower dose e just as e~~~~t~~~ as oin 

dose an ss toxicity. 

ell, if you are not going to usf3 toxicit 

in your Pha trial f you ha-v" to use s~~et~~~~~ 

Ix. erent thin s you digit ave -- if you ad some 

f the s SQ~e PK 

levels, you mi out 

that * X am also oin ta tal about, Qn"t 

ha-v that * then you might want to use ome sart of 
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eted ~i~~Qgic res (-JJTse to $-J-y f--J 

what the ap 

So Jet23 say you are in 

YQU a mixli effect of loo 

ent or its meta cm. knaw Chat, an 

here's a sit~atiQ~ wh 

ult data what tha 

t trials, it"s on 

data w 

SQ you coul treat a cohort af 

a dose level. and me 

De e CQ~ce~tratiQ~s' you woul either 

re cohorts at r Qr lower r the 

sake ose. 

SQ' for exa I if you treat 

tha'c; f w&JJ, 

if the level is k~~~~ ~~~~ t 

then it laaks 2.i 

treat the next cohor atients with a lower QSE? I 

ut if it was 130, based 0 ult ata, that you are 

un r it; you haven"t reache it yet* so u woul 

want to go u 
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was 100, based on your aduZt dat ' we21, then it is a 

i only 4 0 if you anted to really 

to 1QQf you WQU have to treat bare 

atients at this dose 1eve-L 

ort 0 ine here is ox.3 may into 

so er trials, if QU really want 

atients are 

er 0 

atie~ts than in the usual base 

DEW that" re you have sake 

ut you laave scme bio 

to even. att t t:o efin 

not going 

I am thinki 
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oci I 

~e~~~it * at is a ~~~~~~~lt e&-ion what 

But if you d it, you COUJ esign a 

trial. around it* , if you treate 

tients at a dose level and all I.1 a-we j 

QnS@ rate is 

10 erczent j and you GOU1. e 90 

that the true x-es rate WQUJ igger than 

cent j waist you might eel is ~~~~~~ta~~~ and that 

eveJ to e at. 

Of ~~~~S~ j y ~~serv~~ 10 out of 

ough your Q~serve onse 

is 93 ercent f you could 0 ercent conEi 

at your true x-e se was er than tit3 

SQf ain, if you banter to be really ~~~~~~~~t t 

it ercent f then you WQU1 have Q treat 

more we are to 11. 

if you are tryin ve this kind of 

you are 

we usuaZly see wit Phase trial_s. 

artially because of t 
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res se rate was ger than ercent, there 

ing to acce 

to 0 this, here's a lot of wa da this. 

sk is: 

any dose x-es nt an 

5 ercent cmes * 

$0, ly cross out 
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however you look at it:, this is the 

Sa sQ~eti~es one sees stories with these very small 

who say they are oin 

like this, too. t&U, irst 

it is not clear what the Q~ti~al 

is dc;Sine asI but let93 just say ~~ want to really 

assess the sha he ~QS~ res case c=urve s 

you ar into even lar 

What 1 was I ata, and 



I?TI not even a sian nd I e up data -- 

where 3: know what the true ~~s~~~s~ 

rates are, and the true r~s~~~se rat Q from 50, 

ercent, corres in the five dase 

levels here * 

is nut small. 

rate is a strai 

121; say, gee, 

t the tlzir 

level e aybe that i ose I) 

I: id it one MQIrE?- time* ere it looks Ji 

things ar 

ists have a word for this which have 

otten. 

hen cm look at t ata, you 

can easily get foale ven wit Q ~ati~~~s. 0 if 

QM really want to fin ape of the curve, yuu 

are talkin about atients, 

Qr 
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curve * 

so let me su arize her in twc.3 ides. 

ork well, since you ically here to 

tart rum the dul t ata * x have no 0 j ection to 

I mean, I t you ar oing to 

f if you start 

to get to a~Q~tf you are 

an end u 

For ~Q~-~ytQtQxi~ a nts, 

bar or easy, ave an 

similar to t x-3. ga after t 

e. If 

you can try to use th etermin 



e in the ifferent ways I 

~QW I should say that uauaLly usin 

that the assa 

the res e are ein 

e feels comfort le in. usin ose assays an 

t tQ decid to use. 

it be nice, since his i 

agent f if we used a t et to 

ajng tczlr sure th elieve 

i uu thin it93 this or t 

trical settin we have; a If a 

een doner you 

an YOU may rea e able to 

Surely that woul e a mQre opts.imaJ_ a 



* hat’s correct, 1 di add 

y looking fkx oing to 

acftox that in, how oes that affect yQur 

eL& F actually, t 



cmse was a 

e fare 

you se 

It; size whit 

off -- even binary a 

ing is you are 

t 0rd.y done with Phase 



2 Phase IX* QU still have the a~~~~~? 

R. ave the 

rare rugs t we have 

an efficacy end-point. ee how you 

base I to Phase ave a se I 

a e-x i irschfe only asked 

base I. 
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III, If you already have -- I 

af using the adult trials to 

adult trials c-2 0 an these tests to these 

agents f an most 0 them are ne they find 

a ood One * eJ1, rouble &akin 

ood one dir e III: for chil 

at ev~~e~ce was there from a 

e nly reascm to Q to ase IT, I 

ents that were 

enuu atients to test them all, t 

to say, okay, 

ut I donft know that t t ma 

ready to go far chi 
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Okay I 
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ta that. 

for a couple 0 e where we 

were trying to achieve a 

acce 

te tissue inste d of a t~~~~ as the site that 
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et QT 

ould you look at a panel. of ifferent assays for each 

or should you t of a totally 

digm than trying to rgeted ~Qse~ 

I ave an answer for 
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made1 ing nd the ty of advice iven i) 

ave not done that;, ut if cm are voIvin to that 

you have 

s one ha 

cmf t knaw. ere in, 

ion has sure hy 

this time. 

ell, I think it is uite 
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issue f ere were other ~a~~ to a raach it, 
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I can ive you a 

we put es of ~at~~~t~ on 

these trial. and loo to tQxicity~ hen you start 

lki~~ about Q 

dQSe* it may be purse t 

~~~a~~e then they- have to 

to have scme particular you are 

articular set, 

SC similar to what you are 

in sQ~e settings cm are goin ave to study 

interest types of iseases e~arately to fin 



the ast point, tha s that cx.l+r rugs ave 

that, if you are 



at what war 

d to et into the next et the jo 

done 1 

: Dr* ett? 

Yes f one c#~~e~t bout 

~ys~cian belief, an this is a ret 

here we chose 

to use the IS-an 

ose levels lat 

we' re going ta 

level o 

at the irst ose 

So, Steve, 

ave b ex belie an the cmes -- 
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In my are 

~~rta~~~y at ers at the ta who know this etter Qr 

just as well as I ly the 

out 10 year ago. 

iatric arena, using thi 

For the uniniti t this 

esign caUs for i an en oint af response, like any 

other Phas trying ta assess toxicity 
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that re receivin tl2aese atient that 

are receivin this alert or this co 

early on in their thera 

ettin 

Ily these are tients 

t ve a fai E a so they"re v 

selected, they ax- 

the ense that f ave prior t~era~yf 

their end organ, their toxicity issues are uni 

sQme of those patients 0 

for the classic Phase design basfzd 012 som 
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small nu er of patie 

e contrast f 

these are patients that not receiv 

these e rior to t 

that entire this 

e of design. so i could capture a back larger 

atients with a isease f 
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that this atients ould have * 

Zn term of res~~nsef li 

yf we are interested in. assessing th 

~~at~~~ af a 

at in the Phase TI win 

0 have not receive 

not hav t~~Qr 

1 give us a 
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t~x~~~ty ecause of ereas in the 
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grad of agents e 

his is just to CO 

esigns * 

aid that, 3 t 

effective thera 

response. 

But 1 think the 

ns is that t 

assess the risk an e~e~its of t ese resigns in C 
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ixn the context of a Zar 
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in my t raises the issue aE 

intent. 

scientific vali 

ssicaJ Pha 
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' as hly toxic! just a-v-e 

as been ma 
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agent in 

at so far there has 
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ut 

not een heavi 

uch dif nt, an 

e ecreased tu~i~it ese patient also. 

The other is ue is that, 

tumor pro ressiu~ in these atients t ave 

data is evolving. 
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rin up to this t of n, relapse clearly 

esign has to e very selective in t 

the agents that we are oing tu te the atient 

ulation that we are ain to test. I think as we 

re-clinic ata to hel. us sort QU 

in these kind of desi 
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that ute~tially could be used in thes ase 
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ike we ed earlier, t re is a Iimite 
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selective in terms of how we 
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apt to this 

I have outlined here at Least two conce 

t we use a t. e Gwen we con 

into an 

One is t t it ither as a novel 

t we k~~~t~~t is effective, but i 

i~~~~v~~ toxicity y i~cQr tin that 

rlier i ate ome of the 

ffective th 

oint i atie~ts we 
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chfel 

amted u t the nd of this a 

Thi is one that I "f-2 ave UiG 

a~~~e~~ it i en fur a lot of 

~iS~~SSiQ~~ 

One of he CQ~ce~ts ave used at 
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ultimately ould be at the t risk of tr 
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that 
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of ~at~e~t se~ecti~~ i t we 
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ntiaJ toxicity rof il at 
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in other settings, an not in 

animal. models f ~~~a~~~ it 1 MUt; 

e or these 

that e 

that this has to be c fully e laine to the parentas 



an the ethical rationale 

d of trials, 

aving sai out fsur, four-an 

years a.530 I I ~a~c~~ other 

eeting 

X want t focu on tw s that they 

~~~~~a~~y iscuss that I think us in term 

tien 

exposed to when we a 
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